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2-[(phenylsulfonyl)methyl]benzonitrile
9 (S2a). HCl, and the solvent was evaporated in vacuo. The residue was filtered through a short silica gel plug and recrystallized from DCM/hexane to give 6.50g (58%) as a white solid. Crude 4b (661 mg, 1.48 mmol) was loaded onto a silica gel column pre-packed with "wet" hexanes (1% of water), spread throughout the column, and incubated for 72 h.
2-[(phenylsulfonyl)methyl]benzaldehyde (S3a)
After 72 h, the unreacted starting material and mono-adduct were eluted with 20% ((((1,1,6 Azido-BSA. 10 contained a mixture of unmodified BSA (60%) and BSA molecules derivatized with one (24%), two (10%), three (4%), and four (2%) PEG 5000 fragments ( Figure S1 ).
4-((2,2-dimethyl-3,3-diphenyl-4,7,10,13-tetraoxa-3-silapentadecan-15-yl)oxy)-2-(2-(phenylsulfonyl)ethyl)benzaldehyde (S3e
Stirring the mixture containing the nanocrystalline suspension of 1a, azido-BSA, and PEG 5000 -azide in PBS overnight, as well as incubation of azido-BSA with PEG 5000 -azide, didn't produce any BSA-PEG 5000 conjugate (Fig. S2 ).
Copper-catalyzed click (CuAAC) conjugation of azido-BSA and propargyl-PEG 5000 .
A solution azido-BSA (13.2 mg, 0.20 μmol), propargyl-PEG 5000 (10 mg, 2.0 μmol), ascorbic acid (7.0 μg, 0.040 μmol) and CuSO 4 (3.2 μg, 0.020 μmol) in PBS (7 mM, 6 mL) was stirred for 12 h, concentrated to 1.5 mL by spin filtration (MWCO 10,000), purified over a PD-10 column, and lyophilized. The MALDI-TOF analysis of the protein shows that it contains a mixture of unmodified BSA and BSA molecules derivatized with one, two, three, and four PEG 5000 fragments (Fig. S3) . The ratio of these proteins (60 : 23 : 11 : 4 : 2) was almost identical to photo-DIBOD pegylation experiment.
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